Fig. 1: Histology of in wYro-produced, three-dimensional 
intervertebral disk cartilage tissues. Vital differentiated cells 
having developed an extracellular matrix (ECM) are 
situated inside the tissues. A proliferation zone (P) is 
situated at the periphery. 
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Fig. 2: Proliferation of intervertebral disk cells in mixed culture In 
the monolayer passage 2. 
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Fig. 3: Expression of matrix proteins by intervertebral disk cartilage mixed 
cells following gro\A4h in monolayer culture and subsequent culturing under 
three-dimensional cell culturing conditions. {3a) Expression of aggregan after 4 
weeks. (3b) Expression of hyalin-specific proteoglycans detected by means of 
Safranin O staining after 4 weeks. (3c) Expression of type I collagen after 2 
weeks. (3d) Expression of type II collagen after 4 weeks. (3e) Expression of 
type III collagen after 4 weeks. 
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Fig. 4: Five fusing three-dimensional 
intervertebral disk cartilage tissues. 
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Fig. 5: Expression of various matrix proteins and regulatory proteins by 
intervertebral disk cartilage cells cultured in monolayer for different 
passages and re-cultured in monolayer after freezing and thawing. 
Monolayer passage 2 (P2), monolayer passage 6 {P6), after freezing and 
thawing (after freezing). 



BEST AVAlABLe COPY 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the apphcant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR STOES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



